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SHIMIZU, Hatsushi 
Kantetsu Tsukuba Bldg. 6F 
1-1-1, Oroshi-machi 
Tsuchiura-shi, Ibaraki 300-0847 
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Date of mailing (day/month/year) 

09 November 2000 (09.1 1 .00) 


Applicant's or agent's file reference 
KRK-105PCT 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP00/03029 


International filing date {day/month/year) 

11 May 2000 (11.05.00) 



1. The following indications appeared on record concerning: 

X the applicant [ Xj the inventor | j the agent \ J the common representative 


Name and Address 

MIYATA, Toshio 
4-2-3-101, Higashinaruse 
Isehara-shi, Kanagawa 259-1117 
Japan 


State of Nationality 
JP 


State of Residence 
JP 


Telephone No. 


Facsimile No. 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
| | the person | | the name X the address | | the nationality [ J the residence 


Name and Address 

MIYATA, Toshio 
102 Ekuseru Isehara 
16-25, Sakuradai 2-chome 
Isehara-shi, Kanagawa 259-1132 
Japan 


State of Nationality 
JP 


State of Residence 
JP 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3. Further observations, if necessary: 


4. A copy of this notification has been sent to: 

| X | the receiving Office | X| the designated Offices concerned 
j J the International Searching Authority j the elected Offices concerned 
[ J the International Preliminary Examining Authority | j other: 





Authorized officer 


The International Bureau of WIPO 


34, chemin des Colombettes 


Shinji IGARASHI 


1211 Geneva 20, Switzerland 


Facsimile No.: (41-22} 740.14.35 


Telephone No.: (41-22) 338.83.38 
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To: 

Commissioner 

US Department of Commerce 
United States Patent and Trademark 
Office, PCT 

2011 South Clark Place Room 
CP2/5C24 

Arlington, VA 22202 _ , 
ETATS-UNIS D AMcnIUUc 

in its capacity as elected Office 


Date of mailing (day/month/year) 
07 December 2000 (07.12.00) 




' International application No. 
PCT/J POO/03029 


Applicant's or agent* s file reference 
KRK-105PCT 


International filing date (day/month/year) 
11 May 2000 (11.05.00) 


Priority date (day/month/year) 
12 May 1999(12.05.99) 


Applicant 

MIYATA, Toshio 



1. The designated Office is hereby notified of its election made: 

[ X | in the demand filed with the International Preliminary Examining Authority on: 

07 November 2000 (07.1 1 .00) 



in a notice effecting later election filed with the International Bureau on: 



2. The election 




was 
was not 



made before the expiration of 1 9 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 



The international Bureau of WIPO 


Authorized officer 




34, chemin des Colombettes 


Kiwa Mpay 


1211 Geneva 20, Switzerland 


Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 
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Applicant's or agent's file reference 
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irno it i idtuf r> Arnnv SeeNotificationofTransmittaloflnternational Preliminary 
FOR FURTHER ACTION Examination Report {Form p CT/IPEA/4 , 6) 


International application No. 

PCT/JPOO/03029 


International filing date {day/month/year) 
11 May 2000(11.05.00) 


Priority date (day/mom h^year) 

12 May 1999(12.05.99) 


International Patent Classification (IPC) or national classification and IPC 

A61K 45/00, 31/155, 31/095, 31/44, 31/74, 33/00, 33/08, 33/44, 38/06, 31/198, A61M 1/16, 1/36, A61P 7/08 


Applicant 


MIYATA, Toshio 





1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 

□ 



. sheets, including this cover sheet. 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70. 1 6 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



. sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability- 
citations and explanations supporting such statement ; ' 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



1 


I2SI 


11 


□ 


III 




IV 


□ 


V 




VI 




VII 


□ 


VIII 


□ 



Date of submission of the demand 

07 November 2000 (07. 1 1 .00) 



Date of completion of this report 

31 July 2001 (31.07.2001) 



Name and mailing address of the IPEA/JP 



Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP00/03029 



I. Basis of the report 



1. With regard to the elements of the international application:* 
^| the international application as originally filed 
I j the description: 

Pages 

pages 

pages 

I I the claims: 
pages 

pages 

pages 

pages 



. as originally filed 
, filed with the demand 



, filed with the letter of 



. as originally filed 

as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



j' | the drawings: 

pages 

pages 

pages 



, as originally filed 

. filed with the demand 



_, filed with the letter of 



I I the sequence listing part of the description: 
pages 
pages 
pages 



. as originally filed 

filed with the demand 



_, filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

O the language of a translation furnished for the purposes of international search (under Rule 23 1(b)) 

□ 

the language of publication of the international application (under Rule 48.3(b)) 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55 2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing- 

□ contained in the international application in written form. 

□ 

filed together with the international application in computer readable form 

□ furnished subsequently to this Authority in written form 

□ furnished subsequently to this Authority in computer readable form. 

O The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 



4. The amendments have resulted in the cancellation of: 

□ 

the description, pages 

the claims, Nos. 

the drawings, sheets/fig 

5. I""! This report has been estabii shed as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
and70?7 P ) Ort ** "° riginally flled " and are not annexed to this report since they do not contain amendments (Rule 70.16 

>* Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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I III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



I. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious) or to be 
industrially applicable have not been examined in respect of: P ooviousj, or to be 



□ the entire international application. 



claims Nos. 



because: 



the said international application, or the said claims Nos. 



15,16 



relate to the following subject matter which does not require an international preliminary examination (specify): 

See supplemental sheet for continuation of Box III. 1. 



I I the description, claims or drawings (indicate particular elements below) or said claims Nos 
' — ' are so unclear that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. 
by the description that no meaningful opinion could be formed. 



. are so inadequately supported 



no international search report has been established for said claims Nos. 



15,16 



Q the written form has not been furnished or does not comply with the standard 

□ 

the computer readable form has not been furnished or does not comply with the standard. 
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International application No. 
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Supplemental Box 

(To b e used when the space in any of the preceding boxes is not sufficient) 
Continuation of: III. 1 . 



Claims 15 and 16 pertain to methods for treatment 
of the human body by therapy, and thus relates to subject 
matter which does not require international preliminary 
examination by this International Preliminary Examining 
Authority, under the provisions of PCT Article 
34(4) (a) (i) and PCT Rule 67 (iv) . 



r 
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International application No. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1 . Statement 

i 








Novelty (N) 


Claims 


11-14 


YES 




Claims 


1-10 

X J. VJ 




Inventive step (IS) 


Claims 




YES 




Claims 


1-14 


NO 


Industrial applicability (IA) 


Claims 


1-14 


YES 




Claims 




NO 



2. Citations and explanations 

Document 1: Toshio Miyata et al . , "2-1 sopropylidene- 

hydrazono-4-oxothiazolidin-5-ylacetanilide 
(OPB-9195) treatment inhibits intimal 
thickening after balloon injury of rat 
carotid artery: role of glycoxidat ion and 
lipoxidation reactions in vascular tissue 
damage", FEBS Lett., Feb., 1999, Vol. 445, 
No. 1, pp. 202-206 

Document 2: S. Fishbane et al., "Reduction of plasma 
apolipoprotein-B by effective removal of 
circulating glycation derivatives in uremia", 
Kidney International, 1997, Vol. 52, No. 6, 
pp. 1645-50 

Document 3: M. S. Feather et al., "The use of amino- 
guanidine to trap and measure dicarbonyl 
intermediates produced during the Maillard 
reaction", ACS Symposium Ser. , Vol. 631 
(Chemical Markers for Processed and Stored 
Foods), pp. 24-31 

Document 4: A. A. Booth et al., "In vitro kinetic studies 
of formation of antigenetic advanced 
glycation end products (AGEs)", Journal of 
Biological Chemistry, 1997, Vol. 272, No. 9, 
pp. 5430-7 
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Document 5: 



Document 6: 



Document 7 



Document 8 



Document 9 : 



Document 10 



Document 11 



Toshimitsu Niwa et al., "Modification of (3 2 m 
with advanced glycation end products as 
observed in dialysis-related amyloidosis by 
3-DG accumulating in uremic serum", Kidney 
International, 1996, Vol. 49, No. 3, pp. 
861-867 

US, 3793187, A (Erdoelchemie GmbH), 19 
February 1974 (19.02.74) & DE, 2141469, Al & 
GB, 1368172, A & FR, 2149569, Al & JP, 48- 
029702, A 

F. Ungar et al . , "Inhibition of binding of 
aldehydes of biogenic amines in tissues", 
Biochemical Pharmacology, 1973, Vol. 22, No. 
15, pp. 1905-1913 

WO, 96/31537, Al (The Picower Institute for 
Medical Research), 5 April 1996 (05.04.96) & 
EP, 827511, Al & US, 5855882, A & US, 
5861238, A & US, 5962245, A & JP, 11-504316, 
A 

US, 3284531, A (The Dow Chemical Company) 8 
November 1966 (08.11.66) (Family: none) 
M. Jarret et al., "Elimination of glyoxal and 
glyoxylic acid by granular activated carbon 
filtration", Sci . Eau, 1986, Vol. 5, No. 4, 
pp. 377-400 

Swades Kumar Chaudhuri, "Removal of carbonyl 
sulfide from a liquid hydrocarbon with 
activated alumina", Sep. Technol, 1992, Vol. 
2, No. 2, pp. 58-61 



Document 1, abstract and page 205, left column, line 
44 to right column, line 14, discloses an agent for 
alleviating biological carbonyl stress in which the active 
ingredients are a carbonyl trapping agent and carbonyl 
compound trapping agent. Document 2, summary, discloses a 
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carbonyl compound trapping agent immobilized on a support 
insoluble in blood, and more particularly on a 
polysulphone dialysis membrane. Document 3, summary, 
Document 4, summary, and Document 5, abstract and page 
863, right column, line 50 to page 864, left column, line 
4, disclose carbonyl compound trapping agents which are 
inhibitors of Maillard reaction of amines such as amino- 
guanidine and pyridoxamine . Document 6, abstract and page 
2, right column, lines 14-21, discloses a carbonyl 
compound trapping agent which is a hydrazine derivative. 
Document 7, summary, and Document 8, abstract and page 3, 
line 24 to page 4, line 6, disclose carbonyl compound 
trapping agents which are compounds containing an SH 
group. Document 9, entire text, Document 10, summary, and 
Document 11, summary, disclose carbonyl compound trapping 
agents comprising a compound insoluble in blood, such as 
an ion-exchange resin, activated carbon or alumina. Claims 
1-9 relate to carbonyl compound trapping agents for 
removing carbonyl compounds in blood or for use in haemo- 
dialysis, and more particularly to carbonyl compound 
trapping agents supported on a polysulphone dialysis 
membrane as a support insoluble in blood, carbonyl 
compound trapping agents for inhibiting Maillard reaction 
of amines such as aminoguanidine and pyridoxamine, 
compounds containing SH groups as carbonyl compound 
trapping agents, and carbonyl compound trapping agents 
comprising a compound insoluble in blood, such as an ion- 
exchange resin, activated carbon or alumina, and despite 
specifying "for removal of carbonyl compounds in blood or 
for use in haemodialysis" , the carbonyl compound trapping 
agents are, in themselves, the same as those disclosed in 
Documents 1-11. Claim 10, which relates to agents for 
alleviating biological carbonyl stress in which the active 
ingredient is a carbonyl compound trapping agent, is 
disclosed in Document 1. 
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Therefore, Claims 1-10 are not novel. 



Claims 11-14 relate to agents for alleviating 
carbonyl stress for immobilization in a blood circuit, 
wherein the carbonyl compound trapping agent is an 
inhibitor of Maillard reaction of amines such as amino- 
guanidine and pyridoxamine, a hydrazine derivative or a 
compound containing an SH group, and these are not 
disclosed in Documents 1-11. However, since Documents 2-8 
disclose carbonyl compound trapping agents such as 
inhibitors of Maillard reaction of amines such as amino- 
guanidine and pyridoxamine, hydrazine derivatives and 
compounds containing an SH group, and these remove 
carbonyl compounds in blood, and since Document 8 
specifically discloses immobilization of a carbonyl 
compound trapping agent in a blood circuit, a person 
skilled in the art could easily conceive of applying a 
carbonyl compound trapping agent disclosed in Document 2-8 
in an agent for improving carbonyl stress disclosed in 
Document 1, instead of a carbonyl compound trapping agent 
disclosed in Document 1. Therefore, Claims 11-14 do not 
involve an inventive step. 
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International application No. 

PCT/JPOO/03029 



I . Certain published documents (Rule 70. 1 0) 



Application No. 
Patent No. 



WO,00/10606,A1 
[EX] 



Publication date 
(day/m onth/year) 



Filing date 
(day/month/year) 



Priority date (valid claim) 
(day/m onth/year) 



02 March 2000 (02.03.2000) 23 August 1999 (23.08.1999) 24 August 1998 (24.08.1998) 



2. Non-written disclosures (Rule 70.9) 

Kind of non-written disclosure 



Date of non-written disclosure 
(day/month/year) 



Date of written disclosure 
referring to non-written disclosure 
(day/m onth/year) 
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